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INIT 18/18-94
401 M"Street, S.W.

Washington, DC 20460 Conta'ms No GBI

RE: TSCA §8(e) Notification of Substantial Risk

OPPT Document Processing Center ”Wmlmlm
Attn: Section 8(e) Coordinator
Office of Pollution Prevention and Toxics 88950800014

Dear Sir or Madam:

Rhone-Poulenc Inc. is providing this notice to the Agency in accordance with the
provisions of Section 8(e) of the Toxic Substances Control Act (TSCA). The information
provided herein was discovered on September 26, 1994 as an outcome of the internal
review of off-site archives in which technical data from Alcolac, Inc. (Alcolac)' was
stored. The box in which these studies were found was labeled "Records 77-79". Upon
discovery of these studies, the information was reviewed for consideration of TSCA
§8(e) reporting. Summary data is as follows:

1. "Primary Dermal Irritation in Rabbits" - 15% Alconate L-3, Control No. RAS-3-
62-5" - Primary dermal irritation index of 3.15 (severe). The chemical identity of
this product is "Poly(oxy-1,2-ethanediyl), alpha-(3-carboxy-1-oxosulfopropyl)-
omega-hydroxy-, C10-C16 alkyl ethers, disodium salts" (CAS# 68815-56-5).

2. "Primary Dermal Iniitation in Rabbits" - 15% Sipoteric 1398, Control No. RAS-
3-62-3" - Primary dermal irritation index of 5.03 (severe). The chemical identity of
this product is ‘“Imidazolium compounds, 12+ carboxymethoxy)ethyi}-1-
(carboxymethyl)-4,5-dihydro-2-norcoco alkyl, hydroxides, sodium salts" (CAS#
68650-39-5).

lin the late 1980's, Rhone-Poulenc acquired several small

specialty chemical companies including Alcolac in 1989.
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"Primary Dermal lrritation in Rabbits™ - 15% Sipoteric COB, Control No. RAS-
3-62-4" - Primary Irritation Index of 5.13 (severe). The identity of this material is
not known.

"Primary Dermal Irritation - Akypo RLM-45N (15%), Control No. RAB-8-230" -
Primary Irritation Index of 3.13 (severe). The chemical identity of this product is a
mixture of "Poly(oxy-1,2-ethanediyl), alpha-(carboxymethyl)-omega-dodecyloxy-,
sodium salts" (CAS# 33939-64-9) and "Poly(oxy-1,2-ethanediyl), alpha-
(carboxymethyl)-omega-tetradecyloxy-, sodium salts" (CAS# 50546-32-2).

"Primary Dermal Iiritation in Rabbits, Primary Ocular lrritation in Rabbits -
Surfactant, RAS-3-295-4" - Primary Dermal Irritation Index of 5.10 (severe), but
a moderate ocular imitant. The chemical identity of this product is "Sulfuric acid,
monododecyl ester, ammonium salt" (CAS# 2235-54-3" (active).

"Primary Dermal Irritation in Rabbits, Primary Ocular liritation in Rabbits” -
Surfactant, RAB-9-278 - Primary Dermal Irritation Index of 5.33 (as is), (severe),
and a severe ocular irritant in the unwashed eye (due to the high irritation scores at
study termination). The identity of this material is not known.

"Primary Dermal Irritation in Rabbits" - Silky Liquid Soap, Control No. RAS-3-
23-2" - Primary lrritation Index of 4.53 (severe). The identity of this material is not
known.

"Primary Dermal liritation in Rabbits" - Hand Soap, Control No. RAS-3-564-1 -
Primary Irritation Index of 4.95 (severe). The identity of this material is not known.

"Primary Dermal Irritation” - Hand Soap, Control No. RAS-3-62-1 - Primary
rritation Index of 4.00 (severe). The identity of this material is not known.

"Primary Dermal hritation in Rabbits, Primary Ocular Imritation in Rabbits" -
Surfactant, RAS-3-295-1 - Primary Dermal Irritation Index of 4.20 (severe), but a
moderate ocular irritant. The identity of this material is not known.

"Primary Dermal lrritation in Rabbits, Primary Ocular Irritation in Rabbits" -
Hand Soap, RAS-3-295-2 - Primary Dermal Irritation Index of 3.90 (severe), and
a severe ocular irritant in the unwashed eye (due to the high irritation scores at
study termination). The identity of this material is not known.

"Primary Dermal Irritation in Rabbits, Primary Ocular lritation in Rabbits™ -
Surfactant, RAS-3-295-3 - Primary Dermal Irritation Index of 4.40 (severe), buta
moderate ocular irritant. The identity of this material is not known.
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43. "Primary Dermal Irritation in Rabbits, Primary Ocular Iiritation in Rabbits" -
Hand Soap, RAS-3-295-5 - Primary Dermal Irritation Index of 3.70 (severe), but
a moderate ocular irritant. The identity of this material is not known.

For those materials in which the identity is unknown, a review of the product line of
Alcolac during this time period would indicate that they are developmental surfactant
products, which were never commercialized.

Rhone-Poulenc Inc. hereby asserts that none of the information contained herein is
confidential business information (CBI). Should you have any questions, or require any
further information, please call (609) 860-3586.

Very truly yours,
RHONE-POULENC, INC.

James E. Blum
Product Safety Compliance Manager

JEB: 94-086L.DOC

Att.
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This report details:

a primary dermal irritation study in albino rabbits,

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test articie(s), supplied by:

Alcolac Inc.

received ons

December 3, 1984

and identified as:

15% Alconate L-3, Control No. RAS-3-62-5

was used as indicated in the Final Report Summaries.

Study Interval: December 18, 1984 to December 21, 1984
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 7

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical laboratory studies as set forth in the Good Laboratory Practice
regulations (21 CFR 58). The QAU maintains copies of study protocois and standard
operating procedures and has inspected this study on the date(s) listed bejow. Studies
lasting six months or more are inspected every three months; and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materiais and data pertinent to this study will be stored in the Archives
Facility. .

Date(s) of inspections: December 5, 1984
December 19, 1984
December 28, 1984

Professional personne] invoived: Steven Nitka, B.S. - Laboratory Director
(Study Director)

Sheila Johnson, B.S. Laboratory Supervisor

Kerry L. Campbell, B.S. - Technician
Jamie L. Yorkston, B.A, - Technician
Deborah A. Worman - Quality Assurance Unit

The following has been assured by signing below that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

IXA@Y} (i O (yfd'ﬂ oo i
Barbara A. Adamczyk, B.S. v
Director of Quality Assurance and Office Services
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Final Report Summary

DATE: December 28, 1984
CLIENT: Alcolac Inc.
STUDY NO.: 84457 - 7

REFERENCE: P.0. No. 23291V
TEST ARTICLE: 15% Alconate L-3, Control No. RAS-3-62-5

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of’te test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Indexs* 3.15

This test article is not. a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to
rabbit skin. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainiess steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad iibitum. Animals were
identified through individual markings on the outer ear of each animal, as weil as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test arﬁicle was made
to each test site. The test article was then covered with a 2.5cm surgical gauze
pad, and the latter heid in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test articie were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended tabie.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

l4.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1979), p. 47.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in Tables I and 2
respectively. The individual test results are presented in Table 3.

Summaries of all resuits are found preceding the text.




Alcolac Inc.
{4457 . 7
Page 7
' Table |

Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4

w N -

Total possible erythema score = 4

Edema Formation

e

Very slight edema (barely perceptible)
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately 1 mm)
Severe edema (raised more than | mm and extending
beyond area of exposure)

& O wWwN

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicie.
Bulla A vesicle greater than | cm in diameter.
C Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains
after excess removed. (Noted
because it may cause difficulty
in scoring.)
F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.
P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.
R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.
Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive’
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to ! cm in diameter.
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Table 2

Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)

Score

Interpretation

5.0 and above

3‘0 - “09

2.0 - 2.9

1.0 - 1.9

0.1 - 0.9

0.0

Corrosive - highly dangerous, warning label
must be used

Primary Dermal Irritant - highly dangerous,
warning label must be used

Potential for severe irritation - warning label
may be considered

Potential for moderate irritation - may be
irritating to humans under conditions similar
to test

Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

Potential for slight irritation - rarely irritating
to people - no warning required

No irritation potential - no warning required
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CONSUMER PRODUCT TESTIMG CO., InC.

STULY BUBET-7T
CLIENT. ALCOLALC INC,
UATE ! 12718784

TeRLE 2

PRIMARY SKIN IRRITATION - RABEIT
cUMMARY OF SCORES FOR SKIN IRRITATION

15% ALCONATE L-3,
CONTROL NO. RAS-3-62-3

0.5 ML, MNEAT
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72 HR 0.7
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COMEBINED AVERAGES: 12.4
PRIMARY IRRITATION INDEX: 3.13

“I=IHNTACT, A=ARRADELD, ER=ERYTHEMA, EL=EDEMA
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This report details:

a primary dermal irritation study in albino rabbits,

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 3, 1984

and identified as:

15% Sipoteric 1398, Control No. RAS-3-62-3

was used as indicated in the Final Report Summaries.

Study Interval: December 18, 1984 to December 21, 1984
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 5

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical laboratory studies as set forth in the Good Laboratory Practice
regulations (21 CFR 58). The QAU maintains copies of study protocols and standard
operating procedures and has inspected this study on the date(s) listed bejow. Studies
lasting six months or more are inspected every three months; and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materials and data pertinent to this study will be stored in the Archives
Facitity. ’
Date(s) of inspections: . December 5, 1984

December 19, 1984

December 28, 1984

Professional personnel invoived: Steven Nitka, B.S. - Laboratory Director
(Study Director)
Sheila Johnson, B.S. - Laboratory Supervisor

Kerry L. Campbeil, B.S. Technician
Jamie L. Yorkston, B.A. - Technician
Deborah A. Worman - Quality Assurance Unit

The following has been assured by signing below that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

éﬂ Rl b’. L(\jj‘{('? Peala ¥ OO
.Barbara A. Adamczyk, B.S. [’

/ Director of Quality Assurance and Qffice Services
i
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Fina] Report Summary

DATE; [ecember 28, 1984

CLIENT: Alcolac Inc.

STUDY NQ.: 34457 - 5

REFERENCE: P.0O. No. 23291V

TEST ARTICLE: 15% Sipoteric 1398, Control No. RAS-3-62-3

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Index:* 5.03

This test article is a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Tabie 2 for specific evaluation.
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Primarv Dermat Irritation in Rabbits

LY

This test was designed to identify substances which are primary irritants to
rabbit si<in. The procedure followed was a modification of that desgribed by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainiess steel cages, in a temperature controlled room
with a 12 hour light/dark cycte. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions or
dermal tesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the peivis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen -on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
fongitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test arﬁicle was made
to each test site. The test article was then covered with a 2.5 cm “surgical gauze
pad, and the latter held in ptace with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 2% and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

J.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primarv Dermai Irritation in Rabbits

The scoring and irritant classification scales used are presented in Tables | and 2
respectively. The individual test resujts are presented in Table 3.

Summaries of all results are found preceding the text.
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Table |
Scoring Criteria for Skin Reactions
Erythema Formation
Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4
Total possible erythema score = 4
Edema Formation
Very slight edema (barely perceptible) l
Slight edema (edges of area well-defined
by definite raising) 2
Moderate edema (area raised approximately | mm) 3
Severe edema (raised more than | mm and extending
beyond area of exposure) 4

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

B Blanching Loss of coiar; skin is left pale, grey-

white
Blister See vesicie.

Bu Bulla A vesicle greater than | cm in diameter.

C Crust Scab. Dried exudate on the surface
of a lesion.

D Dry Skin feels dry to the touch (dehydrated).

Dy Dye Dye from the test article remains
after excess removed. (Noted
because it may cause difficulty
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer invoived.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

u Ulcer A break in the continuity of epidermis
with exposure of the underlymg
dermis. An ‘open sore'. If test
induced, indicates a ‘corrosive'
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table £

Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)

Score Interpretation

C Corrosive - highly dangerous, warning label
must be used

5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used

3.0-4.9 Potential for severe irritation - warning label
may be considered

2.0 - 2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test

1.0- 1.9 Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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CONSUMER PRODUCT TESTIMNG CO., IHC,

sTunY: SUYET-5
CLIENT: ALECOLAC INC.
ODATE: 12718784

TABRLE 3

PRIMARY SKIMN IRRITATION - RABRERIT
SUMMARY (OF SCORES FOR SKIW IRRITATION

13% SIPOTERIC 1398,
CONTROL NO. RAS-3-62-3

0.3 ML, NEAT

TS A e wans s O et e e Fee e v e e VWY PP Wee 4600 bmim As 400 MO e VeS S0at As Soee Seml se tase Heu Wes PR W4 fve Yem Sems Prve P FOEE e emt et e wes

RAKERIT LAY SITE 1 SITE 2
NUMEER I A
ER ED ER EI
1 24 HR 3 3 3 3
72 HR 4 2 I,F 4 2 I,F
2 24 HR 2 3 2 2
72 HR & 2 n,F 3 1 :
3 24 HR 3 2 3 2
72 HR 3 2 n 3 1
y 24 HR 3 2 3 2
72 HR 4 2 I,F 4 2 I,F
5 5 3 3 3 03
72HR 4 2D 3 1
6 24 HR 3 2 3 2
72 HR 2 1 3 1
AVERAGE 24 HR 2.8 2.4 2.8 2.2
72 HR 3.5 1.8 3.3 1.3
5 2.0 3.0 3.0 3.0
COMEINED AVERAGES: 20.1
PRIMARY IRRITATION INDEYX: 5.03

4I=INTACT, A=ABRADED, ER=ERYTHEMA, EL=ELEMA
Eal DATA PAGE NO, 7259
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This report details:

a primary dermal irritation study in albino rabbits,

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 3, 1984

and identified as:

15% Sipoteric COB, Control No. RAS-3-62-4

was used as indicated in the Final Report Summaries.

Study Interval: December 18, 1984 to December 21, 1984
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"Sﬁa’ Consumer Product Testing

Company Incorporated

Bldg. No. 2-15B
1275 Bloomfield Avenue o Fairfield. New Jerseyv 07006

QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 6

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical laboratory studies as set forth in the Good Laboratory Practice
regulations (21 CFR 58). The QAU maintains copies of study protocols and standard
cperating procedures and has inspected this study on the date(s) listed bejow. Studies
lasting six months or more are inspected every three months; and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materials and data pertinent to this study will be stored in the Archives
Facility. :

Date(s) of inspections: December 5, 1984
December 19, 1984

December 28, 1984

Professional personne] involved: Steven Nitka, B.S. Laboratory Director
(Study Director)

Sheila Johnson, B.S. - Laboratory Supervisor

Kerry L. Campbeli, B.S. - Technician
Jamie L. Yorkston, B.A. - Technician
Deborah A. Worman - Quality Assurance Unit

The following has been assured by signing beiow that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

/ : ,/', A
DRSS SR Te RS &
Barbara A. Adamczyk, B.S. _’
. Director of Quality Assurance and Office Services
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Company incorparated

Bidg. No. 2-158
1275 Bloomfield Avenue ® Fairfield, New Jersevy 07006

Final Report Summary

DATE: December 28, 1984

CLIENT: Alcolac Inc.

STUDY NOQ.: S4457 - 6

REFERENCE: P.0. No. 23291V

TEST ARTICLE: 15% Sipoteric COB, Control No. RAS-3-62-4

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Index:* 5.13

This test article is a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evajuation.
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Primary Dermal Irritation in Rabbits

Y
This test was designed to identify substances which are primary irritants to
rabbit skin. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficuities, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycie. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, g iibitum. Animals were
identified through individual markings on the outer ear of each animal, as weil as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any- animals in poor condition, and particularly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the peivis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test argicle was made
to each test site. The test article was then covered with a 2.5 cm“surgical gauze
pad, and the latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 2% and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

13. H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47-
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Primary Dermai Irritation in Rabbits

The scoring and irritant classification scales used are presented in Tables | and 2
respectively. The individual test results are presented in Table 3.

Summaries of all resuits are found preceding the text.
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. Table |
Scoring Criteria for Skin Reactions
Erythema Formation
Very slight erythema (barely perceptible) l
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4
Total possible erythema score = 4
Edema Formation
Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising) 2
Moderate edema (area raised approximately | mm) 3
Severe edema (raised more than | mm and extending
beyond area of exposure) 4

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of coior; skin is left pale, grey-
white
Blister See vesicie.
Bu Bulla A vesicle greater than | cm in diameter.
C Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Cy Dye Dye from the test article remains
after excess removed. (Noted
because it may cause difficulty
in scoring.)
F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.
P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.
R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.
Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.

FRTIL e N Y
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Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

Sc Scar An area of fibrous tissue that has
replaced damaged dermis or subcutaneous
tissues. Found after a crust has
sloughed off. Usually does not
develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive'
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2

Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)

Score Interpretation

C Corrosive - highly dangerous, warning label
must be used .

5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used

3.0-4.9 Potential for severe irritation - warning label
may be considered

2.0-2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test

1.0-1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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TARLE 3

PRIMARY SKIMN IRRITATION - RAEREIT

SUMMARY OF

1

SCORES FOR SKIN IRRITATION

9% SIPOTERIC COR,

CONTROL MNO. RAS-3-462-u4

0.3 ML, NEAT

S D WS WS A WP T Geds Mman chee A 00 S D Wh Mo 4e et e e WS Vet S WD D M M4 W Shub MM e b WS S W M Ed @44 tees Gme hid cew core e it Srev

RABHIT DAY SITE 1 SITE 2
NUMRER I A
ER ED ER ED
1 24 HR 3 3 3 3
72 HR 1 20D 3 20
2 24 HR 3 3 3 3 3
72 HR 4 2 0,F b 2 0n,F
3 24 HR 3 2 3 2
72 HR 3 in 3 iD
1 24 HR 3 2 3 2
72 HR 3 20N 3 10
S 20 HR 3 3 3 3
72 HR 3 2 D 3 2D
b 24 HR 3 2 3 2 R
72 HR 3 1D u 2 0
AVERAGE 24 HR 3.0 2.5 3.0 2.5
72 HR 2.8 1.7 3.3 1.7

RAW DATA PAGE NO., 7260

COMBINED AVERAGES: 20.3
PRIMARY IRRITATION IMDEX: 5,13

I=INTACT, A=ABRALED, ER=ERYTHEMA, EL=EDEMA
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This report details:

a primary dermal irritation study in albino rabbits,

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 3, 1984

and identified as:

AKYPO RLM-45N (15%), Control No. RAB-8-230

was used as indicated in the Final Report Summaries.

Study Interval: December 18, 1984 to December 21, 1984
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Bldg No. 2-158
1275 Bloomfield Avenue  J Farrfield. New Jersey Q7206

QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 13

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical 1aboratory studies as set forth in the Good Laboratory Practice
regulations (ZI CFR 58). The QAU maintains copies of study protocols and standard
operating procedures and has inspected this study on the date(s) listed bejow. Studies
lasting six months or more are inspected every three months; and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materials and data pertinent to this study will be stored in the Archjves

Facility.
Date(s) of inspections: December 5, 1984 ’
December 19, 1984
December 28, 1984
Professional personnel involved: Steven Nitka, B.S. - Laboratory Director
(Study Director)
Sheila Johnson, B.S. - Laboratory Supervisor
Kerry L. Campbell, B.S. - Technician

Jamie L. Yorkston, B,A. - Technician
Deborah A. Worman - Quality Assurance Unit

The following has been assured by signing bejow that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

—
! i

."‘\‘;A\ it’“y L (_Xi \g:l —{!’ PRI Ll/—/'
Barbara A. Adamczyk, B.S. L
Director of Quality Assurance and Office Services
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Final Report Summary

DATE: December 28, 1984
CLIENT: Alcolac Inc.
STUDY NQ.: 84457 - 13

REFERENCE: P.0. No. 23291V
TEST ARTICLE: AKYPO RLM-45N (15%), Control No. RAB-8-230

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Index:* 3.13

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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This test was designed to i‘dentify substances which are primary irritants to
rabbit sk(in. The progedure foilowed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficuities, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controiled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particujarly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of -the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test argicle was made
to each test site. The test article was then covered with a 2.5 cm“surgical gauze
pad, and the latter held in piace with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individuaily examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1:L H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primary Dermai Irritation in Rabbits

The scoring and irritant classification scajes used are presented in Tables | and 2
respectively. The individual test results are presented in Tabje 3.

Summaries of all results are found preceding the text.



Table |

3

Scoring Criteria for Skin Reactions
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Ervthema Formation

Very slight erythema (barely perceptible)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar
formation (injuries in depth)

Total possible erythema score = 4

W N —

Edema Formation

Very slight edema (barely perceptible)
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately | mm)
Severe edema (raised more than I mm and extending
beyond area of exposure)

Total possible edema score = 4

Total possible primary irritation score = 8

[

< wWN
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Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description
B Blanching Loss of coior; skin is left pale, grey-
white
Blister See vesicie.
Bu Bulla A vesicle greater than | cm in diameter.
C Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains
after excess removed. (Noted
because it may cause difficulty
~ in scoring.)
F Fissure A linear cleavage into the epidermis,
- or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.
P Pustule Small circumscribed elevation of .
- skin filled with pus, usually yellow.
R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.
Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.




- Aicolac Inc.

84457 - 13
Page 9
Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar " An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive'
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
- skin filled with clear, free fluid,
up to 1 cm in diameter. '
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Tadle 2
Scale of Interpreting
Primary Dermal irritation Scores
(Draize-Raboit)
Score Interpretation
C Corrosive - highly dangerous, warning label
must be used
5.0 and above Primary Dermal Irritant - highly dangeréus,
warning label must be used
3.0-4.9 Potential for severe irritation - warning label
may be considered
2.0-2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test ‘
1.0-1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
. to people - no warning required

0.0 No irritation potential - no warning required
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CONGUMER PRODUCT TESTING CO., INC,

STUDY: BUN57-13
CLTIEMT ALTCOLAC THC,
OaATE: 127187380

TARLE 32

PRIMAR SKIN IRRITATION - RAERRIT
SUMMARY OF SCORES FOR SKIN IRRITATION

AKYPO RLM-WS5N (15%),
CONTROL NO. RAE-8-230

0.3 ML, NEAT
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RABRIT DAY SITE 1 SITE 2
MUMRBER I A
ER ED ER EL
1 24 HR 3 2 3 2
72 HR 0 0 0 0
2 24 HR 3 2 3 2
72 HR 2 1 2 1 -
3 24 HR 3 2 3 2
72 HR 0 0 1 1
L 24 HR 2 2 3 2
72 HR 0 0 1 0
] 24 HR 3 2 3 2
72 HR 1 0 1 0
& 24 HR 3 2 3 2
72 HR 1 0 3 1n
AVERAGE 24 HR 2.8 2.0 3.0 2.0
72 HR . 0.7 0.2 1.3 0.5

COMEINED AVERAGES: 12.5
PRIMARY IRRITATION INDEX: 3.13

CI=INTACT, A=ABRALED, ER=ERYTHEMA, ED=EDEMA

Eoal DATA PAGE MO, V262
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This report details:

a primary dermal irritation study, and
a primary ocular irritation study in albino rabbits

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:
December 20, 1985

and identified as:

SURFACTANT, RAS-3-295-4

was used as indicated in the Final Report Summaries.

Study Interval: December 30, 1985 to January 6, 1986
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 85552-5

The objective of the Quality Assurance Unit (QAU) is to monitor the
conduct and reporting of nonclinical laboratory studies as set forth
in the Good Laboratory Practice regulations (21 CFR 58). The QAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility. -

Date(s) of inspections: December 26, 1985
January 2, 1986
January 8, 1986

Professional personnel involved:
Steven Nitka, B.S. - Laboratory Director

(Study Director)
Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. - Technician

Philip Lipari, B.S. - Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman - Administrative Assistant
Member,

Quality Assurance Unit

The following has been assured by signing below that this study has
been performed in accordance with standard operating procedures and
the Good Laboratory Practice regulations. ‘

Barbara A. Adamczyk, B.S.
Director
. Quality Assurance and Office Services

.,
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-5

REFERENCE: P.0.# 24343V

TEST ARTICLE: SURFACTANT, RAS-3-295-4

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites, ~
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as received.

Primary Irritation Index:* 5.10

This test article is a primary dermal irritant to rabbits under

conditions of this test.

*Refer to Table 2 for specific evaluation.
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-5

REFERENCE: P.0.# 24343V

TEST ARTICLE: SURFACTANT, RAS-3-295-4

Primary Qcular Irritation in Rabbits

Method: Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of
the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24~
hours; the eyes of the remaining three (3) animals were washed out
4 seconds after instillation of the test article. Observations of
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
persisted. The test article was used as received.

Draize Scores

Hours Days
Group 24 48 72 4 7
Unwashed 32.3 26.3 16.3 15.0 2.3
4" WaSh 200 0.0 0.0 - - -

This test article is a moderate ocular irritant to rabbits under conditions of
this test. The wash procedure reduced the severity and duration of the
irritation observed.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to

rabbit sidn. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm™ surgical
gauze pad, and a 4 inch Webril pad. The latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were

averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

111, Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics (The Association of Food and Drug Officials of the United

States, 1975), p. 47.
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Primary Ocular Irritation in Rabbits

This test was designed to determine the ocular irritation potential of substances
in both unwashed and washed eyes of rabbits. The procedure followed was a
modification of that described by J.H. Draize.

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae. Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.
Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet consisted

of a growth and maintenance ration from a commercial producer, as well as
water, ad libitum. 3

Immediately prior to test initiation, the animals were placed in wooden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article was
placed in one eye of each animal by gently pulling the lower lid away from the
eyeball to form a cup into which the test article was dropped. The eyelids were

gently held together for | second. The contralateral eye, remaining untreated,
served as a control.

The eyes of the first three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room
temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following
instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the

top of the data table; then mean daily scores were determined for each of the
test groups.

1J.H. Draize, "Dermal Toxicity’, Appraisal of the Safety Chemical in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 19735,) pp. 49 - 51.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 1 and 2 respectively. The individual test results are presented
in Table 3.

Primary Ocular Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 4 and 5 respectively. The individual results are presented in
Table 6.

Summaries of all results are found preceding the text.
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' Table 1
Scoring Criteria for Skin Reactionms
Erythema Formation
Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to
slight eschar formation (injuries in depth) 4
Total possible erythema score = 4 -
Edema Formation
Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising) 2
Moderate edema (area raised approximately 1 mm) 3
Severe edema raised more than 1 mm and
extending beyond area of exposure) 4

Total possible edema score = &4

Total possible primary irritation score = 8
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: Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicle.
Bu Bulla A vesicle greater than | cm in diameter.
C Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains

after excess removed. (Noted -
because it may cause difficulty
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.

S Scale . Accumulation of loose fragments
of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive*
compound. Score test site as
appears, note U.

v Vesicie Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to 1 cm in diameter.
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Table 2

Scale of Interpreting

Primary Dermal Irritation Scores

(Draize-Rabbit)

Score Interpretation

C Corrosive - highly dangerous, warning label
must be used

5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used

3.0-49 Potential for severe irritation - warning label
may be considered

2.0 - 2.9 Potential for moderate irritation - may be s
irritating to humans under conditions similar -
to test

1.0-1.9 Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

0.1 -0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required




TABLE 3

PRIMARY SKIN IRRITATION - RABKIT
SUMMARY OF SCORES FOR SKIN IRRITATIGN

SURFACTANT, RAS-3-295-u

RABBIT nAY SITE 1
NUMEER E T
' ~ }:R ED i
1 24 HRE 2 2B 2 =B
" 72 HRS 3 3 D 3 2D
2 WHRE 2 2B 2 2w
72 HRE 3 3 D C AR S Y
3 24 HRS 2 3B 2 3B
< 72 HRE 3 .2 D 3 2I
. o4 HRS 2 I B T zn
72 HRS 3 3 I 3 . 3Tn
5 2% HR8 2 2 B 2 2B
72 HRE 3 2 D Z. 3
& 24 HRS 2 3 B 2 3B
72 HRS 3 2 b 3 20D
'AVERAGE 24 HRS 2.2 2.5 2.2 2.5
. | 72 HRS 3.0 2.5 2.0 2.5 .
wi | R . COMBINED AVERAGES: 20..

| | 0
2RIMARY IRRITATION INDEX: 5,139

I=INTACT, A=ABRADED, ER=ERYTHEMA, ED=EDEMA

AL P AT A BRSSOk e g ey
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Table 4

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocuiar
Tissues

Description

Grading

Cornea

Iris

Opacity (A)

Opacity - degree of density (area which is dense is taken for
reading)

Scattered or diffuse area, details of iris clearly visible.
Easily discernible translucent areas, details of iris slightly
obscured.

Opalescent areas, no details of iris visible, size of pupil
barely discernible.

Opaque, iris invisible.

Area of Cornea Invoived (B)

One-quarter (or less), but not zero.

Greater than one-quarter, but iess than one-haif.
Greater than one-haif, but iess than three-quarters.
Greater than three-quarters, up to whole area.

Score equals A x Bx 5 Total maximum

Values (A)

Foids above normal, congestion, swelling, circumcorneal
injection (any or all of these or combinations of any thereof),
iris still reacting to light.

Sluggish reaction is positive.

No reaction to light hemorrhage, gross destruction,

(any or all of these).

+ W

1

2
3
4

= 80
: "m.m -

Score equais A x 5 Total maximum = {0
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Table 4 (cont'd.)

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description Grading

Conjunctivae Redness (A)
' refers to palpebral conjunctivae only).
Vessels definitely injected above normal. i
More diffuse, crimson red, individual vessels not -
easily discernible. 2
Diffuse beefy red. 3

Chemosis (B)
Any swelling above normal (includes nictitating
membrane),
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed.
Swelling with lids about half-closed to completely
closed.

L W N -

Discharge (C)
Any amount different from normal (does not include
small amount observed in inner canthus of normal
animals). . l
Discharge with moistening of the lids and hairs just
adjacent to the lids.
Discharge with moistening of the lids and hairs and
considerable area around eye. 3

Score equals (A + B + C) x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornea, iris
and conjunctivae.




Alcolac Inc.
85552-5
Page 16

Table 4
(continued)

Scoring Criteria for Eye Reaction - Addendum

Notation Condition

B Blanching

BD Bloody discharge

CE Corneal Edema -

En Encroachment of Sclera

FYCN Fibrovascular connective tissue

H Hair loss around eye

Hm Hematoma

M Nodular Mass Subjacent to Meibomian
Gland

N Necrosis

TAC Test Article Adhering to conjunctivae

o R
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Table 5

Eye Irritation

Relative Classification of Test Articles
Based on Grading of Irritation

Rating Range Definition

Non-irritating 0.0 - 0.5 To maintain this rating, all scores at the 43
hour reading must be zero; otherwise, increase
rating one level.

Practically

non-irritating 0.5- 25 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Minimally

irritating 2.5 - 15.0 To maintain this rating, all scores at the 72
hour reading must be zero; otherwise, increase
rating one level.

Mildly

irritating 15.0 - 25.0 To maintain this rating, all scores at the 7 day
reading must be zero; otherwise, increase rating
one level.

Moderately

irritating 25.0 - 50.0 To maintain this rating, scores at 7 days must
be less than 10 for 3 or more of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

Severely

irritating 50.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

Extremely

irritating 80.0 - 110.0
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This report details:

primary dermal irritation studies, and
a primary ocular irritation study in albino rabbits

performed at the behest of:
Alcolac
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac

received on:
December 11, 1985
and identified as:

SURFACTANT, RAB-9-278

was used as indicated in the Final Report Summaries.

Study Interval: December 23, 1985 to January 2, 1986
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‘””575'7689177" Consumer Product Testing

Company Incorporated

Bldg. No. 2-15B
1275 Bloomfield Avenue ® Fairfield, New Jersey 07006

QUALITY ASSURANCE UNIT SUMMARY

Study No.: 85535

The objective of the Quality Assurance Unit (QAU) is to monitor the
conduct and reporting of nonclinical laboratory studies as set forth
in the Good Laboratory Practice regulations (21 CFR 58). The QAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility.

-

Date(s) of inspections: December 18, 1985
December 26, 1985
January 2, 1986
January 7, 1986

Professional personmel involved:

Steven Nitka, B.S. - Laboratory Director
(Study Director)

Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. —~ Technician

Philip Lipari, B.S. - Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman ~ Administrative Assistant
Member,

Quality Assurance Unit

The following has been assured by signing below that this study has
been performed in accordance with standard operating procedures and
the Good Laboratory Practice regulations.

'] /". . ‘ '\\
4 :
N

-

.
{ VR SN

Barbara A. Adamczyk, B.S. AN
/Director -

Quality Assurance and Office Services
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Final Report Summary

DATE: January 6. 1986

CLIENT: Alcolac

STUDY NO.: 85535

REFERENCE: P.0.#24286

TEST ARTICLE: SURFACTANT, RAB-9-278

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal .
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as received.

Primary Irritation Index:* 5.33

This test article is a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Final Report Summary

DATE: January 6, 1986

CLIENT: Alcolac

STUDY NO.: 85535

REFERENCE: P.0.#24286

TEST ARTICLE: SURFACTANT, RAB-9-278

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as a 50% volumet-
ric aqueous suspension.

Primary Irritation Index:* 2.80

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.




{201)5675-7688

‘””57”6“1;3” Consumer Product Testing

Company incorporated
Bldg. No. 2-15B
1275 Bloomfield Avenue o Fairfield. New Jersey 07006
Final Report Summary

DATE: January 6, 1986

CLIENT: Alcolac

STUDY NOQ.: 85535

REFERENCE: P.0.#24286

TEST ARTICLE: SURFACTANT, RAB-9-278

Primary Ocular Irritation in Rabbits

Method: Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of
the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24
hours; the eyes of the remaining three (3) animals were washed out
4 seconds after instillation of the test article. Observations of .
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
persisted. The test article was used as received.

Draize Scores——=—===--

Hours Days
Group 24 48 72 4 7
Unwashed 32.7 17.7 16.3 18.3 15.3
4" Wash 2.7 2.0 0.7 0.0 ----

This test article is a severe ocular irritant to rabbits under conditions of
this test. The wash procedure reduced the severity and duration of the
irritation observed.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to

rabbit sidn. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at -least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm” surgical

gauze pad, and a 4 inch Webril® pad. The latter was held in place with adhesive
tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

lJ.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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This test was designed to identify substances which are primary irritants to

rabbit s{dn. The procedure followed was a modification of that described by J.H.
Draize. ‘

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon réceipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article, mixed as
imdicated in the final report summary, was made to each test site. The test
article was then covered with a 2.5 cm” surgical gauze, and a 4 inch Webril ®pad.
The latter was held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1ZI.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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This test was designed to determine the ocular irritation potential of substances
in both unwashed and washed eyes of rabbitf. The procedure followed was a
modification of that described by J.H. Draize. ’

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae. Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
.were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.
Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet
consisted of a growth and maintenance ration from a commercial producer, as
well as water, ad libitum. i
Immediately prior to test initiation, the animals were placed in wooden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article, mixed as
indicated in the final report summary, was placed in one eye of each animal by
gently pulling the lower lid away from the eyeball to form a cup into which the
test article was dropped. The eyelids were gently held together for 1 second.
The contralateral eye, remaining untreated, served as a control.

The eyes of the first three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room
temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following
instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the
top of the data table; then mean daily scores were determined for each of the
test groups.

LyH. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), pp. 49-51.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in

Tables 1 and 2 respectively. The individual test results are presented
in Tables 3 and 4.

Primary Ocular Irritation in Rabbits

The scoring and irritant classification scales used are presented in

Tables 5 and 6 respectively. The individual results are presented in
Table 7.

Summaries of all results are found preceding the text.
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Table 1

Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to

slight eschar formation (injuries in depth) 4

Total possible erythema score = &

Edema Formation

Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined

by definite raising) 2
Moderate edema (area raised approximately 1 mm) 3
Severe edema raised more than 1 mm and

extending beyond area of exposure) 4

Total possible edema score = &

Total possible primary irritation score = 8
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. Table 1
{continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicle.
Bu Bulla A vesicle greater than 1 cm in diameter.
c Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains

after excess removed. (Noted
because it may cause difficuity ~
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24% and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.

S Scale . Accumulation of loose fragments
of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive’
compound. Score test site as
appears, note U,

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2
Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)
Score Interpretation
C Corrosive - highly dangerous, warning label ]
must be used
5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used
3.0-4.9 Potential for severe irritation - warning label
may be considered
2.0 - 2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test
1.0-1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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Table 5
Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Qcular
Tissues Description Grading
Cornea Opacity (A)
Opacity - degree of density (area which is dense is taken for
reading)
Scattered or diffuse area, details of iris clearly visible. 1
Easily discernible transiucent areas, details of iris slightly
obscured. 2
Opalescent areas, no details of iris visible, size of pupil
barely discernibie. 3
Opaque, iris invisible. 4 -
Area of Cornea Involved (B)
One-quarter (or less), but not zero. |
Greater than one-quarter, but less than one-half. 2
Greater than one-half, but less than three-quarters. 3
Greater than three-quarters, up to whole area. 4
Score equals AxBx 5 Total maximum = 80
Iris Values (A)
Folds above normal, congestion, swelling, circumcorneal
injection (any or all of these or combinations of any thereof),
iris still reacting to light.
Stuggish reaction is positive. 1
No reaction to light hemorrhage, gross destruction,
(any or all of these). 2

Score equals A x 5 Total maximum = 10
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Table 5 (cont'd.)

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description Grading

Conjunctivae Redness (A)
_ ess (refers to palpebral conjunctivae only).
Vessels definitely injected above normal. 1
More diffuse, crimson red, individual vessels not
easily discernible. 2 -
Diffuse beefy red. 3

Chemosis (B)
Any swelling above normal (includes nictitating
membrane).
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed.
Swelling with lids about half-closed to completely
closed.

L 4 W N e

Discharge (C)
Any amount different from normal (does not include
small amount observed in inner canthus of normal
animals). . 1
Discharge with moistening of the lids and hairs just
adjacent to the lids. 2
Discharge with moistening of the lids and hairs and
considerable area around eye. 3

Score equals (A + B+ C) x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornea, iris
and conjunctivae.




Alcolac
85535
Page 19

Table 5
(continued)

Scoring Criteria for Eye Reaction - Addendum

Notation Condition

B Blanching

BD Bloody discharge

CE Corneal Edema .

En Encroachment of Sclera

FVCN Fibrovascular connective tissue

H Hair loss around eye

Hm Hematoma

M Nodular Mass Subjacent to Meibomian
Gland

N Necrosis

TAC Test Article Adhering to conjunctivae
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Table 6

Eye Irritation

Relative Classification of Test Articles
Based on Grading of Irritation

Rating Range Definition

Non-irritating 0.0- 0.5 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, inCcrease
rating one level.

Practically

non-irritating 0.5- 25 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Minimally -

irritating 2.5-15.0 To maintain this rating, all scores at the 72
hour reading must be zero; otherwise, increase
rating one level.

Mildly

irritating 15.0 - 25.0 To maintain this rating, all scores at the 7 day
reading must be zero; otherwise, increase rating
one level.

Moderately

irritating 25.0 - 50.0 To maintain this rating, scores at 7 days must
be less than 10 for 3 or more of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

Severely

irritating 50.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

Extremely

irritating

8000 - 110.0
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This report details: 2 primary dermal irritation studv in albino rabbits

performed at the behest of:

Alcolac Inc.
3340 Fairfield Road
Baltimore, Maryland 21226

The test articie(s), supplied by:

Alcolac Inc.

received ons

November 12, 1984

and identified as:

Silky Liquid Soap,
Control No. RAS-3-23-2

was used as indicated in the Final Report Summaries.

Study Interval: November 13, 1984 to November 16, 1984
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Final Report Summary

DATE: ~November 19, 1984

CLIENT: Alcolac Inc.

STUDY NO.: 84428-1

REFERENCE: L.J. Nehmsmann, Ph.D.

TEST ARTICLE: Silky Liquid Soap,
Control No. RAS-3-23-2

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour readings were averaged to determine
the primary irritation index. The test article was used as received.

Primary Irritation Index:* 4.53

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to
rabbit sidn. The procedure followed was a modification of that described by J.H.
Draize. .

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly znimals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test ariicle was made
to each test site. The test article was then covered with a 2.5 cm”surgical gauze
pad, and the latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1J.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 1 and 2 respectively. The individual test results are presented

in Table 5.

Summaries of all results are found preceding the text.




Alcolac Inc.
84428-1
Page 7

Table |

1}

Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4

W N -

Total possible erythema score = 4

Edema Formation

o

Very slight edema (barely perceptible)
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately 1| mm)
Severe edema (raised more than | mm and extending
beyond area of exposure)

&S wWN

Total possible edema score = &

Total possible primary irritation score = 8
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Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

B Blanching Loss of color; skin is left pale, grey-

white
Blister See vesicle.

Bu Bulla A vesicle greater than | cm in diameter.

C Crust Scab. Dried exudate on the surface
of a lesion.

D Dry Skin feels dry to the touch (dehydrated).

Dy Dye Dye from the test article remains -
after excess removed. (Noted
because it may cause difficulty
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
{continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive!
compound. Score test site as
appears, note U.

\ Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2
Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)
Score Interpretation
C Corrosive - highly dangerous, warning label
must be used
5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used
3.0-4.9 Potential for severe irritation - warning label
may be considered
2.0- 2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test
1.0- 1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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CLIENT: Alcolac Inc.
3440 Fairfield Road
Baitimore, Maryland 21226

ATTENTION: Louis J. Nehmsmann, Ph.D.
"Manager
Surfactant Research

TEST: Primary Dermal Irritation in Rabbits
TEST

ARTICLE: Hand Soap, Control No. RAS-3-541
EXPERIMENT

REFERENCE NO.: 84457 - 1

Sl
Steven Nitka
LaboratorY\Qirector
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Allen L. Pajanker
President
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This report 1s submitted for the exclusive use of the person. partnership. or Corporation to whom it 15 addressed. and neither the report
nor the name of these Laboratories nor of any member of its staff. may be used in connect:on with the advertising or saje of any producy
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This report details:

a primary dermal irritation study in albino rabbits,

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 3, 1984
and identitied as:

Hand Soap, Control No. RAS-3-54-1

was used as indicated in the Final Report Summaries.

Study Interval: December 4, 1984 to December 7, 1984
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Company Incorporated
Bidg No. 2-15B
1275 Bloomfield Avenue o Fairfield, New Jersey 07005
QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 1

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical laboratory studies as set forth in the Good Laboratorv Practice
rerulations (21 CFR 58). The OAU maintains ~opies of studv protocols and standard
ooerating orocedures and has inspected this stu., on the date(s) listed below. Studies
lasting six months or more ara inenectad avary 1ihree months: and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materials and data pertinent to this study will be stored in the Archives
Facility.

Date(s) of inspections:  December 5, 1984 -
December 28, 1984

Laboratory Director
(Study Director)
Laboratory Supervisor
Technician

Technician

Quality Assurance Unit

Professional personnel involved: Steven Nitka, B.S.

Sheila Johnson, B.S.
Kerry L. Campbell, B.S.
Jamie L. Yorkston, B.A.
Deborah A. Worman

The following has been aﬁsured by signing below that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

L N
4 . | s
'j\f\\ ‘«.-C‘-"u“. Y ( \'I‘\ﬁ AR 4
;Barbara A. Adamczyk, B.S. |
| Director of Quality Assurance and Office Services
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Final Report Summary

DATE: December 28, 1984

CLIENT: Alcolac Inc.

STUDY NO.: 84457 - 1

REFERENCE: P.0. No. 23291V

TEST ARTICLE: Hand Soap, Control No. RAS-3-54-1

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter ofrthe test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Index:* 4,95

This test article is not a primary dermal irritant to rabbits under
- conditions of this test.

*Refer to Table 2 for specific evaluation.
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Primary Dermal Irritation in Rabbits

‘%

This test was designed to identify substances which are primary irritants to
rabbit sfin. The procedure followed was a modification of that described by J.H.
Draize. .

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefuily upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at jeast 4 days prior to test initiation. They were
housed in galvanized or stainless stee] cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgicai) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral cojumn. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bieeding.

A single application of one-half (0.5) of a milliliter of the test ar}icle was made
to each test site. The test article was then covered with a 2.5 cm surgical gauze
pad, and the latter heid in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended tabie.) The presence of
effects not listed in the scoring scale was also noted.

'Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

lJ. H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in Tables | and 2
respectively. The individual test results are presented in Tabie 3.

Summaries of ail results are found preceding the text.




Alcolac Inc.
4457 . |
Page 7

Table |

‘Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4

W N -

Total possible erythema score = 4

Edema Formation

[

Very slight edema (barely perceptible)
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately | mm)
Severe edema (raised more than 1| mm and extending
beyond area of exposure)

£ WN

Total possible edema score = 4

Total possible primary irritation score = 8
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' Table 1
(continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

B Blanching Loss of color; skin is left pale, grey-

white
Blister See vesicie.

Bu Bulla A vesicle greater than | ¢m in diameter.

C Crust Scab. Dried exudate on the surface
of a lesion.

D Dry Skin feels dry to the touch (dehydrated).

Dy Dye Dye from the test article remains -
after excess removed. (Noted
because it may cause difficulty
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Redring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

u Ulcer A break in the continuity of epidermis
with exposure of the underlying '
dermis. An 'open sore'. If test
induced, indicates a 'corrosive'
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to 1 c¢m in diameter.
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Table 2

Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)

Score Interpretation

C Corrosive - highly dangerous, warning label
must be used

5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used

3.0-4.9 Potential for severe irritation - warning label
may be considered

2.0 - 2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test

1.0-1.9 Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0

No irritation potential - no warning required
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CONQUMER PRODUCT TESTING CO., INC.

STULY SUu5ET-1
CLIENT: » ALCOLAL INC,
UATE . 12704784

TARLE 3

PRIMARY SKIM IRRITATION - RAERRIT
SUMMARY OQF SCORES FOR SKIN IRRITATION

~HANLI S0AP, CONTROL NO. RAS-3-Su-1

0.5 ML, NEAT

ot e o 00 NS toue T Seet W A Sove S T M WS TEN TGS D MEm G606 Min Lmd sam . e S0er e 4H0e Sl Sebe e Grk T T e v Wy OV WS M Amm Eate Aus Sa

RAKEIT IIAY SITE 1 SITE 2
NUMRER I A
ER ED ER ED
1 24 HR 3 2 R 3 2 H
72 HR 3 2 I,F 3 20D,F
2 24 HR 3 3 3 3 Bx
72 HR 3 2 I,F 3 2 D=
3 24 HR 3 2 R 3 2R
72 HR 3 2 I,F 3 20D
4 24 HR 3 3 3 03
72 HR 2 2 3 2on,F
5 24 HR 3 2 3 2
72HR 3 1D 3 1D
6 24 HR 2 2 2 2
72 HR 3 2 I,F 3 30,F
AVERAGE 24 HR 2.8 2.3 2.8 2.3
72 HR 2.8 1.8 3.0 2.0

COMERINED AVERAGES: 19.8
PRIMARY IRRITATION INDEX: 4,95

*Severe irritation; not dose related, scored adjacent to it

" I=INTACT, A=ARRALEL, ER=ERYTHEMA, EDN=EDEMA

RaW DATA PAGE NO. 7241
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ATTENTION: ’ Louis J. Nehmsmann, Ph.D.
e Manager
Surfactant Research < AT
TEST: ' - Primary Dermal Irritation in Rabbits
TEST
ARTICLE: Hand Soap, Control No. RAS-3-62-1
EXPERIMENT
REFERENCE NO.: . 84457~ 3

AT /L/ﬂ —

Steven Nitka
Laboratory Director

M P

Allen L. Pajanker ~7
- President

Date
SN/daw
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or process without written authorization




This report details:

a primary dermal irritation study in albino rzbbits,

periormed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Marvland 21226

The test articie(s), supplied by:

Alcolac Inc.

received ont Co

December 3, 1984
and identified as:

Hand Soap, Control No. RAS-3-62-1

was used as indicated in the Final Report Summaries.

Study Interval December 4, 1984 to December 7, 1984
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 84457 - 3

The objective of the Quality Assurance Unit (QAU) is to monitor the conduct and
reporting of nonclinical laboratory studies as set forth in the Good Laboratory Practice
regulations (21 CFR 58). The QAU maintains copies of study protocols and standard
operating procedures and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and studies lasting less
than six months are inspected at time intervals to assure the integrity of the study.
The findings of these inspections have been reported to management and Study
Director. All materials and data pertinent to this study will be stored in the Archives
Facility.

Date(s) of inspections: December S5, 1984
December 28, 1984

Professional personnel involved: Steven Nitka, B.S. Laboratory Director
(Study Director)
Sheila Johnson, B.S. Laboratory Supervisor
Kerry L. Campbell, B.S. - Technician

Jamie L. Yorkston, B.A. - Technician

Deborah A. Worman - Quality Assurance Unit

The following has been assured by signing below that this study has been performed in
accordance with standard operating procedures and the Good Laboratory Practice
regulations.

1 R SN
’v-\ ) ',. .. " . v ,
ooyt o M i oy e £
[Barbara A. Adamczyk, B.S. !
: Director of Quality Assurance and Office Services
1




{2011675-763%

‘“?’5! Consumer Product Testing

|
!
‘ Coampany incorporated

, Bldg No. 2-158
275 Bloomfield Avenue ° Fairfieid. New Jersey 07006

Final Report Summary

DATE: December 28, 1984

CLIENT: Alcolac Inc.

STUDY NOQ,: 84457 - 3

REFERENCE: P.0. No. 23291V

TEST ARTICLE: Hand Soap, Control No. RAS-3-62-1

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milililiter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for 24 hours
and were observed individually for erythema, edema, and other effects
24 and 72 hours after application. Mean scores from the 24 and 72 hour
readings were averaged to determine the primary irritation index. The
test article was used as received.

Primary Irritation Index:* 4.00

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primarv irritants to
rabbit s’fin. The procedure foilowed was a modification of that described by J.H.
Draize. :

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed deater.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainjess steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were
identified through individual markings on the outer ear of each animal, as wel| as
a cage jabel.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions or
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum
corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test aréicle was made
to each test site. The test article was then covered with a 2.5 cm surgical gauze
pad, and the latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant. A

l.‘J.H. Draize, "Dermal Toxicity", Appraisal of the Safetv of Chemicals in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1375), p. 47.
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Primary Dermal Irritation in Rabbits

The scoring and irritant classification scales used are presented in Tables | and 2
respectively. The individual test resuits are presented in Tabje 3.

Summaries of all results are found preceding the text.
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Table |

LY
Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible)

Well-defined erythema

Moderate to severe erythema

Severe erythema (beet redness) to slight eschar
formation (injuries in depth) 4

W N -

Total possible erythema score = 4

Edema Formation

Very slight edema (barely perceptible) i
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately | mm)
Severe edema (raised more than 1| mm and extending
beyond area of exposure)

< WN

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
(continued)

‘Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

B Blanching Loss of coior; skin is left pale, grey-

white
Blister See vesicie.

Bu Bulla A vesicle greater than | cm in diameter.

C Crust Scab. Dried exudate on the surface
of a lesion.

D Dry Skin feels dry to the touch (dehydrated).

Dy Dye Dye from the test article remains -
after excess removed. (Noted
because it may cause difficulty
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irraversible damage.

Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive' -
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2

Scale of interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)

Score

C

5.0 and above

3.0-4.9

2.0 - 209

1.0 - 1-9

o.‘ - O-9

0.0

Interpretation
Corrosive - highly dangerous, warning label
must be used

Primary Dermal Irritant - highly dangerou's,
warning label must be used

Potential for severe irritation - warning label
may be considered

Potential for moderate irritation - may be
irritating to humans under conditions similar
to test

Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

Potential for slight irritation - rarely irritating
to people - no warning required

No irritation potential - no warning required
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CONSUMER PRODUCT TESTING CO., INC.

.

STUDY: BUBET-3
CLIENT: ALCOLAC IMC,
DATE: 12/04/84

TARLE 3

PRIMARY SKIN IRRITATION - RAEBRIT
SUMMARY OF SCORES FOR SKIN IRRITATION

HAND SOAP, CONTROL MD., RAS-3-62-1
0.3 ML, NEAT

- — o ST W T W T S Al S M M SN N D S M M W G e 4640 WS e GO FEEY VUV A4 SO SN GEM SN MGG NS VES M ST Ve e S S e

RARRIT DAY SITE 1 SITE 2
NMUMERER I e
ER ED ER ED
1 24 HR 3 3 3 3
72 HR 2 1D 2 1D
2 24 HR 2 1 2 1
72 HR 1 O 1 o0om
3 o4 HR 3 3 3 3 i
72 HR 1 1 D 2 20,F
m 24 MR 3 2 3 2
72 HR 1 1 D 2 1 0O,F
5 24 MR 3 2 3 2
72 HR 2 2D 2 20D
6 24 HR 3 3 3 3
72 HR 2 2 O,F 2 20n,F
AVERAGE 24 HR 2.8 2.3 2.8 2.3
72 HR 1.5 1.2 1.8 1.3

COMBRINED AVERAGES: 16.0
PRIMARY IRRITATION INDEX: 4,00

- I=IHTACT, A=ABRADED, ER=ERYTHEMA, ED=EDEMA

RéalW DATA PAGE NO. 7243
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President
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Date__January 8, 1986
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This report i1s submitted for the exciusive use of the person. partnership, or corporation towhom tis addressed, and neitherthe report
nor the name of these Laboratories nor of any member of 1ts staff. may be usedn connection with the advertising or sale of any product
or process without written authorization




This report details:

a primary dermal irritation study, and
a primary ocular irritation study in albino rabbits

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 20, 198S

and identified as:

SHAMPOO, RAS-3-295-1

was used as indicated in the Final Report Summaries.

Study Interval: December 30, 1985 to January 6, 1986
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 85552-3

The objective of the Quality Assurance Unit (QAU) is to monitor the
conduct and reporting of nonclinical laboratory studies as set forth
in the Good Laboratory Practice regulations (21 CFR 58). The QAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility.

-

Date(s) of inspections: December 26, 1985
January 2, 1986
January 8, 1986

Professional personnel involved:
Steven Nitka, B.S. - Laboratory Director

(Study Director)
Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. — Technician

Philip Lipari, B.S. -~ Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman - Administrative Assistant
Member,

Quality Assurance Unit

The following has been assured by signing below that this study has
been performed in accordance with standard operating procedures and
the Good Laboratory Practice regulationms.

(ﬁ7~, ¢ C;{ : .
Barbara A. Adamczyk, B.S. s
Director

Quality Assurance and Office Services




{201)575-7688

‘””57""’“9,5” Consumer Product Testing

Cqmpany Incorporated
Bidg. No. 2-158B
1275 Bloomfield Avenue ® Fairfield, New Jersey 07006
Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-3

REFERENCE: P,0.# 24343V

TEST ARTICLE: SHAMPOO, RAS-3-295-1

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for T
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as received.

Primary Irritation Index:* 4.20

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-3

REFERENCE: P.O.# 24343V

TEST ARTICLE: SHAMPOO, RAS-3-295-1

Primary Ocular Irritation in Rabbits

Method: Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of
the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24
hours; the eyes of the remaining three (3) animals were washed out -
4 seconds after instillation of the test article. Observations of
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
persisted. The test article was used as received.

Draize Scores«~—eewe--

Hours Days
Group 24 48 72 4 7
Unwashed 35.0 16.0 10.0 8.3 4.3
4" Wash 1.3 0.0 0.0 ——— -——

This test article is a moderate ocular irritant to rabbits under conditions of
this test. The wash procedure reduced the severity and duration of the
irritation observed.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to

rabbit sidn. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm” surgical

gauze pad, and a 4 inch Webril pad. The latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema

using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

l3.h. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primary Ocular Irritation in Rabbits &

This test was designed to determine the ocular irritation potential of substances
in both unwashed and washed eyes of rabbitls. The procedure followed was a
modification of that described by J.H. Draize.

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae, Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.
Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet consisted
of a growth and maintenance ration from a commercial producer, as well as
water, ad libitum.

Immediately prior to test initiation, the animals were placed in wdoden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article was
placed in one eye of each animal by gently pulling the lower lid away from the
eyeball to form a cup into which the test article was dropped. The eyelids were

gently held together for 1 second. The contralateral eye, remaining untreated,
served as a control.

The eyes of the first three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room
temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following
instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the
top of the data table; then mean daily scores were determined for each of the
test groups.

L J.H. Draize, "Dermal Toxicity', Appraisal of the Safety Chemical in Foods
Drugs and Cosmetics (The Association of Food and Drug 5?¥1cials of the United
States, 1975,5 PP

49 - 51.
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Primary Dermal Irritation in Rabbits

i
The scoring and irritant classification scales used are presented in
Tables 1 and 2 respectively. The individual test results are presented
in Table 3.

Primary Ocular Irritation in Rabbits
The scoring and irritant classification scales used are presented in

Tables 4 and 5 respectively. The individual results are presented in
Table 6.

Summaries of all results are found preceding the text.
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Table 1

Scoring Criteria for Skin Reactions

Erythema Formation

Very slight erythema (barely perceptible)
Well-defined erythema
Moderate to severe erythema
Severe erythema (beet redness) to
slight eschar formation (injuries in depth) 4

W N -

Total possible erythema score = &4

Edema Formation

Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately 1 mm)
Severe edema raised more than 1 mm and
extending beyond area of exposure) 4

w N

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
. (continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicle.
Bu Bulla A vesicle greater than 1 cm in diameter.
C Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains

after excess removed. (Noted
because it may cause difficuity .
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.

S Scale ‘ Accumulation of loose fragments
of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
{continued)
Scor'mg Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive’
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.




Alcolac Inc.

85552-3
Page 12
Table 2
Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)
Score Interpretation
C Corrosive - highly dangerous, warning label -
must be used
5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used
3.0-4.9 Potential for severe irritation - warning label
may be considered
2.0-29 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test
1.0- 1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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Table 4
Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Ocultar
Tissues Description Grading
Cornea Opacity (A)
Opacity - degree of density (area which is dense is taken for
reading)
Scattered or diffuse area, details of iris clearly visible. 1
Easily discernible translucent areas, details of iris slightly
obscured. 2
Opalescent areas, no details of iris visible, size of pupil
barely discernible. 3
Opaque, iris invisible. 4
Area of Cornea Involved (B)
One-quarter (or less), but not zero. 1
Greater than one-quarter, but iess than one-half. 2
Greater than one-half, but less than three-quarters. 3
Greater than three-quarters, up to whole area. 4
Score equals A x Bx 5 Total maximum = 80
Iris Values (A)
Folds above normal, congestion, sweiling, circumcorneal
injection (any or all of these or combinations of any thereof),
iris still reacting to light.
Stuggish reaction is positive. |
No reaction tc light hemorrhage, gross destruction,
(any or all of these). 2

Score equals A x 5 Total maximum = 10
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Table 4 (cont'd.)

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description Grading

Conjunctivae Redness (A)
ess (refers to palpebral conjunctivae only).
Vessels definitely injected above normal. |
More diffuse, crimson red, individual vessels not
easily discernible. 2
Diffuse beefy red. 3

Chemosis (B)
Any swelling above normal (includes nictitating
membrane).
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed.
Swelling with lids about half-closed to completely
closed.

& N N =

Discharge (C)
Any amount different from normal (does not include
small amount observed in inner canthus of normal
animals). : l
Discharge with moistening of the lids and hairs just
adjacent to the lids.
Discharge with moistening of the lids and hairs and
considerable area around eye. 3

Score equals (A + B+ C) x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornea, iris
and conjunctivae.
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Table 4
(continued)
Scoring Criteria for Eye Reaction - Addendum
Notation Condition
B Blanching
BD Bloody discharge
CE Corneal Edema
En Encroachment of Sclera
FVCN Fibrovascular connective tissue
H Hair loss around eye
Hm Hematoma
M Nodular Mass Subjacent to Meibomian
Gland
N Necrosis

TAC : Test Article Adhering to conjunctivae
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Table 5

Eye Irritation

Relative Classification of Test Articles
Based on Grading of Irritation

Rating Range Definition

Non-irritating 0.0- 0.5 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Practically

non-irritating 0.5- 2.3 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Minimally .

irritating 2.5-15.0 To maintain this rating, all scores at the 72
hour reading must be zero; otherwise, increase
rating one level.

Mildly

irritating 15.0 - 25.0 To maintain this rating, all scores at the 7 day
reading must be zero; otherwise, increase rating
one level.

Moderately

irritating 25.0 - 50.0 To maintain this rating, scores at 7 days must
be less than 10 for 3 or more of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

Severely

irritating 50.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

Extremely

irritating 80.0 - 110.0
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This report details:

a primary dermal irritation study, and
a primary ocular irritation study in albino rabbits

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 20, 1985

and identified as:

HAND SOAP, RAS-3-295-2

was used as indicated in the Final Report Summaries.

Study Interval: December 30, 1985 to January 6, 1986
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QUALITY ASSURANCE UNIT SUMMARY

Study No.: 85552-1

The objective of the Quality Assurance Unit (QAU) is to monitor the
conduct and reporting of nonclinical laboratory studies as set forth
in the Good Laboratory Practice regulations (21 CFR 38). The OAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility.

-

Date(s) of inspections: December 26, 1985
January 2, 1986
January 8, 1986

Professional personnel involved:

Steven Nitka, B.S. - Laboratory Director
(Study Director)

Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. - Technician

Philip Lipari, B.S. - Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman - Administrative Assistant
Member,

Quality Assurance Unit

The following has been assured by signing below that this study has
been performed in accordance with standard operating procedures and
the Good Laboratory Practice regulations.

hk(mtu_ D oo e
Barbara A. Adamczyk B.S.
‘Director
Quality Assurance and Office Services
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Final Report Summary

DATE:; January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 35552-1

REFERENCE: P.O.# 24343V

TEST ARTICLE: HAND SOAP, RAS-3-295-2

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article wasused as received.

Primary Irritation Index:* 3.90

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-1

REFERENCE: P.0.# 24343V

TEST ARTICLE: HAND SOAP, RAS-3-295-2

Primary Ocular Irritation in Rabbits

Method: Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of
the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24
hours; the eyes of the remaining three (3) animals were washed out
4 seconds after instillation of the test article. Observations of
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
perszsted. The test article was used as received.

Draize Scores

Hours . Days
Group 24 48 72 4 7
Unwashed 33.3 37.0 35.7 28.3 19.0

4" Wash 1.3 0.0 0.0 ———— —=--

This test article is a severe ocular irritant to rabbits under conditions of
this test. The wash procedure reduced the severity and the duration of
the irritation observed.
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Primary Dermal Irritation in Rabbits age

This test was designed to identify substances which are primary irritants to

rabbit shdn. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals ‘were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm surgical
gauze pad, and a 4 inch Webril pad. The latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 2% and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were
averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1.1, Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primarv Ocular Irritation in Rabbits

This test was designed to determine the ocular irritation potential of substances
in both unwashed and, washed eyes of rabbits. The procedure followed was a
modification of that described by J.H. Draize.

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae. Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.

Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet consisted

of a growth and maintenance ration from a commercial producer, as well as
water, ad libitum.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article was
placed in one eye of each animal by gently pulling the lower lid away from the
eyeball to form a cup into which the test article was dropped. The eyelids were

gently held together for 1 second. The contralateral eye, remaining untreated,
served as a control.

The eyes of the {irst three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room

temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following
instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the

top of the data table; then mean daily scores were determined for each of the
test groups.

1J.H. Draize, "Dermal Toxicity', Appraisal of the Safety Chemical in Foods
Drugs and Cosmetics (The Association of Food and Drug Officiais of the United
States, 1975,) pp- 49 - 5l.

Inc.
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Primary Dermal Irritation in Rabbits
1
The scoring and irritant classification scales used are presented in

Tables 1 and 2 respectively. The individual test results are presented
in Table 3.

Primary Ocular Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 4 and 5 respectively. The individual results are presented in
Table 6.

Summaries of all results are found preceding the text.
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Table 1
i
Scoring Criteria for Skin Reactioms
Erythema Formation
Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to
slight eschar formation (injuries in depth) 4
Total possible erythema score = 4
Edema Formation
Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising) 2
Moderate edema (area raised approximately 1 mm) 3
Severe edema raised more than 1 mm and
extending beyond area of exposure) 4

Total possible edema score = &4

Total possible primary irritation score = 8
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Table 1
N ‘~ontinued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicle.
Bu Bulla A vesicle greater than 1 cm in diameter.
c Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains

after excess removed. (Noted
because it may cause difficulty .
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.

S Scale : Accumulation of loose fragments
of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test
induced, indicates a 'corrosive'
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2
Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)
Score Interpretation
C Corrosive - highly dangerous, warning label -
must be used
5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used
3.0 - 4.9 Potential for severe irritation - warning label
may be considered
2.0 - 2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar
to test
1.0-1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 -0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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Table 4
Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Ocular
Tissues Description Grading

Cornea Opacity (A)
Opacity - degree of density (area which is dense is taken for

reading)

Scattered or diffuse area, details of iris clearly visible. 1
Easily discernible translucent areas, detaiis of iris slightly
obscured. 2

Opalescent areas, no detaiis of iris visible, size of pupil
barely discernible. 3
Opaque, iris invisible. 4

Area of Cornea Invoived (B)

One-quarter (or less), but not zero. 1
Greater than one-quarter, but less than one-half. 2
Greater than one-half, but less than three-quarters. 3
Greater than three-quarters, up to whole area. 4
Score equals A x Bx 5 Total maximum = 80
Iris Values (A)

Foids above normal, congestion, swelili ng, circumcorneal
injection (any or all of these or combinations of any thereof),
iris still reacting to light.

Sluggish reaction is positive. 1
No reaction to light hemorrhage, gross destruction,
(any or ail of these). 2

Score equais A x 5 Total maximum = 10
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Table 4 (cont'd.)

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description Grading

Conjunctivae Redness (A)
refers to palpebral conjunctivae only).
Vessels definitely injected above normal. 1
More diffuse, crimson red, individual vessels not
easily discernible. 2
Diffuse beefy red. 3

Chemosis (B)
Any swelling above normal (includes nictitating
membrane).
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed.
Swelling with lids about half-closed to completely
closed.

-~ W N -

Discharge (C)
Any amount different from normal (does not inciude
small amount observed in inner canthus of normal
animals). : |
Discharge with moistening of the lids and hairs just
adjacent to the lids. 2
Discharge with moistening of the lids and hairs and
considerable area around eye. 3

Score equais (A + B +C) x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornea, iris
and conjunctivae.
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Table 4
(continued)

Scoring Criteria for Eye Reaction - Addendum

Notation Condition

B Blanching

BD Bloody discharge

CE Corneal Edema

En Encroachment of Sclera ’

FVCN Fibrovascular connective tissue

H Hair loss around eye

Hm Hematoma

M Nodular Mass Subjacent to Meibomian
Gland

N Necrosis

TAC Test Article Adhering to conjunctivae




Alcolac Inc.

35552-1
Page 17
Table 5
Eye Irritation
Relative Classification of Test Articles
Based on Grading of Irritation
Rating Range Definition
Non-irritating 0.0- 0.5 To maintain this rating, all scores at the 48

Practically
non-irritating

Minimally
irritating

Mildly
irritating

Moderately
irritating

Severely
irritating

Extremely
irritating

hour reading must be zero; otherwise, increase
rating one level.

0.5- 2.5 To maintain this rating, all scores at the 48

hour reading must be zero; otherwise, increase
rating one level.

2.5-15.0 To maintain this rating, all scores at the 72

hour reading must be zero; otherwise, increase
rating one level.

15.0 - 25.0 To maintain this rating, all scores at the 7 day

reading must be zero; otherwise, increase rating
one level.

25.0 - 50.0 To maintain this rating, scores at 7 days must
be less than 10 for 3 or more of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

50.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

80.0 - l 10-0
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This report details:

a primary dermal irritation study, and
a primary ocular irritation study in albino rabbits

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:
Alcolac Inc.
received on:

December 20, 1985

and identified as:

SURFACTANT, RAS-3-295-3

was used as indicated in the Final Report Summaries.

Study Interval: pecember 30, 1985 to January 6, 1986
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in the Good Laboratory Practice regulations (21 CFR 58). The QAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility.

Date(s) of inspections: December 26, 1985
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January 8, 1986
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Steven Nitka, B.S. - Laboratory Director
(Study Director)

Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. - Technician

Philip Lipari, B.S. - Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman -~ Administrative Assistant
Member,
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!
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Bldg. No. 2-15B
1275 Bloomfield Avenue [ Fairfield. New Jersey 07006

Final Report Summary

January 8, 1986

Alcolac inc.

STUDY NO.: 85552-4
REFERENCE: P,0.# 24343V
TEST ARTICLE: SURFACTANT, RAS-3-295-3

Method:

Primary Dermal Irritation in Rabbits

Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,

one abraded and one intact. The test sites were occluded for .
24 hours and were observed individually for erythema, edema,

and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as received.

Primary Irritation Index:* 4.40

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

*Refer to Table 2 for specific evaluation.
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Final Report Summary

January 8,1986

Alcolac Inc.

STUDY NO.: 85552-4
REFERENCE: P.0.# 24343V
TEST ARTICLE: SURFACTANT, RAS-3-295-3

Method:

Primary Ocular Irritation in Rabbits

Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of

the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24
hours; the eyes of the remaining three (3) animals were washed out -
4 seconds after instillation of the test article. Observations of
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
persisted. The test article was used as received.

Draize Scores——=e==—--

Hours Days
Group 24 48 72 4 7
Unwashed 36.3 23.7 15.7 6.0 0.7
4" Wash 2.0 3.3 0.7 0.7 0.0

This test article is a moderate ocular irritant to rabbits under conditions of

this test. The wash procedure reduced the severity and duration of the
irritation observed.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to

rabbit srin. The procédure followed was a modification of that described by 3.H.
Draize. .

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm” surgical
gauze pad, and a 4 inch Webril pad. The latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was also noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were

averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1II.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chgrnicals in Foﬂs,.
Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.
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Primary Ocular Irritation in Rabbits 38e

This test was designed to determine the ocular irritation potential of substances
in both unwashed and washed eyes of rabbitls. The procedure followed was a
modification of that described by J.H. Draize.

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae. Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.
Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet consisted

of a growth and maintenance ration from a commercial producer, as well as
water, ad libitum.

Immediately prior to test initiation, the animals were placed in wéoden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article was
placed in one eye of each animal by gently pulling the lower lid away from the
eyeball to form a cup into which the test article was dropped. The eyelids were

gently held together for 1 second. The contralateral eye, remaining untreated,
served as a control.

The eyes of the first three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room

temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following

instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the

top of the data table; then mean daily scores were determined for each of the
test groups.

1II.I-!. Draize, "Dermal Toxicity', Appraisal of the Safety Chemical in Foods,

Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975,) pp. 49 - 51.
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Primarv Dermal Irritation in Rabbits

i
The scoring and irritant classification scales used are presented in
Tables 1 and 2 respectively. The individual test results are presented
in Table 3.

Primary Ocular Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 4 and 5 respectively. The individual results are presented in
Table 6.

Summaries of all results are found preceding the text.
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Table 1

Scoring Criteria for Skin Reactions

Erycthema Formation

Very slight erythema (barely perceptible)
Well-defined erythema
Moderate to severe erythema
Severe erythema (beet redness) to
slight eschar formation (injuries in depth) 4

W N =

Total possible erythema score = 4

Edema Formation

Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising)
Moderate edema (area raised approximately 1 mm)
Severe edema raised more than 1 mm and
extending beyond area of exposure) 4

w N

Total possible edema score = 4

Total possible primary irritation score = 8
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Table 1
) (continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
B Blanching Loss of color; skin is left pale, grey-
white
Blister See vesicle.
Bu Bulla A vesicle greater than | cm in diameter.
cC Crust Scab. Dried exudate on the surface
of a lesion.
D Dry Skin feels dry to the touch (dehydrated).
Dy Dye Dye from the test article remains

after excess removed. (Noted
because it may cause difficulty _
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possible
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.

S Scale . Accumulation of loose fragments
of horny layer of skin (stratum
corneumn). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An ‘open sore'. If test
induced, indicates a 'corrosive’
compound. Score test site as
appears, note U.

v Vesicie Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2

Scale of Interpreting

Primary Dermal Irritation Scores

(Draize-Rabbit)

Score

Interpretation

C

5.0 and above

300 - "‘.9

200 - 2.9

1-0 - 1.9

0.1 - 0-9

0.0

Corrosive - highly dangerous, warning label -
must be used

Primary Dermal Irritant - highly dangerous,
warning label must be used

Potential for severe irritation - warning label
may be considered

Potential for moderate irritation - may be

irritating to humans under conditions similar
to test

Potential for mild irritation - possibly irritating
to some people under occlusive wrap conditions

Potential for slight irritation - rarely irritating
to people - no warning required

No irritation potential - no warning required
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Table 4
Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Ocular
Tissues Description Grading

Cornea Opacity (A)
Opacity - degree of density (area which is dense is taken for

reading)

Scattered or diffuse area, details of iris clearly visible. l
Easily discernible transiucent areas, details of iris slightly
obscured. 2

Opalescent areas, no details of iris visible, size of pupil
barely discernibie.
Opaque, iris invisible.

= W

Area of Cornea Involved (B)
One-quarter (or tess), but not zero. 1
Greater than one-quarter, but less than one-haif. 2
Greater than one-half, but less than three-quarters. 3
Greater than three-quarters, up to whole area. 4

Score equais Ax Bx 5 Total maximum = 30

Iris Values (A)
Foids above normal, congestion, swelling, circumcorneal
injection (any or ail of these or combinations of any thereof),
iris still reacting to light.

Siuggish reaction is positive. 1
No reaction to light hemorrhage, gross destruction,
(any or all of these). 2

Score equals A x 5 Total maximum = 10
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Table 4 (cont'd.)

Eye Irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

Ocular
Tissues Description Grading

Conjunctivae Redness (A)
refers to palpebral conjunctivae only).
Vessels definitely injected above normal. 1
More diffuse, crimson red, individual vessels not
easily discernible. 2
Diffuse beefy red. 3

Chemosis (B)
Any swelling above normal (includes nictitating
membrane).
Obvious swelling with partial eversion of the lids.
Swelling with lids about half-closed.
5\\;:12\5 with lids about half-closed to completely
closed.

& (W N

Discharge (C)
Any amount different from normal (does not include
small amount observed in inner canthus of normal
animals). . 1
Discharge with moistening of the lids and hairs just
adjacent to the lids.
Discharge with moistening of the lids and hairs and
considerable area around eye, 3

Score equals (A + B+ C) x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornea, iris
and conjunctivae.
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Table 4
Scoring Criteria for Eye Reaction - Addendum
Notation Condition
B Blanching
BD Bloody discharge
CE Corneal Edema
En Encroachment of Sclera
FVCN Fibrovascular connective tissue
H Hair loss around eye
Hm Hematoma
M Nodular Mass Subjacent to Meibomian
Gland

N Necrosis

TAC Test Article Adhering to conjunctivae
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Table 5

Eye Irritation

Relative Classification of Test Articles
Based on Grading of Irritation

Rating Range Definition

Non-irritating 0.0- 0.5 To maintain this rating, all scores at the 48
hour reading must be zerd; otherwise, increase
rating one level.

Practically

non-irritating 0.5- 23 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Minimalily .

irritating 2.5-15.0 To maintain this rating, all scores at the 72
hour reading must be zero; otherwise, increase
rating one level.

Mildly

irritating 15.0 - 25.0 To maintain this rating, all scores at the 7 day
reading must be zero; otherwise, increase rating
one level.

Moderately

irritating 25.0 - 50.0 To maintain this rating, scores at 7 days must
be less than 10 for 3 or more of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

Severely

irritating 50.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

Extremely

irritating 80.0 - 110.0
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This report details:

a primary dermal irritation study, and
a primary ocular irritation study in albino rabbits

performed at the behest of:

Alcolac Inc.
3440 Fairfield Road
Baltimore, Maryland 21226

The test article(s), supplied by:

Alcolac Inc.

received on:

December 20, 1985

and identified as:

HAND SOAP, RAS-3-295-5

was used as indicated in the Final Report Summaries.

Study Interval: December 30, 1985 to January 6, 1985
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1275 Bloomfield Avenue o Fairfield, New Jersey 07006

QUALITY ASSURANCE UNIT SUMMARY

Study No.: 85552-2

The objective of the Quality Assurance Unit (QAU) is to monitor the
conduct and reporting of nonclinical laboratory studies as set forth
in the Good Laboratory Practice regulations (21 CFR 58). The QAU
maintains copies of study protocols and standard operating procedures
and has inspected this study on the date(s) listed below. Studies
lasting six months or more are inspected every three months; and
studies lasting less than six months are inspected at time intervals
to assure the integrity of the study. The findings of these
inspections have been reported to management and Study Director. All
materials and data pertinent to this study will be stored in the
Archives Facility.

-

Date(s) of inspections: December 26, 1985
January 2, 1986
January 8, 1986

Professional personnel involved:

Steven Nitka, B.S. - Laboratory Director
(Study Director)

Sheila (Johnson) Hamill, B.S. - Laboratory Supervisor

Joan Breheny, B.S. - Technician

Philip Lipari, B.S. - Technician

Kathleen R. (Daly) Paladino - Animal Care Supervisor

Deborah A. Worman - Administrative Assistant
Member,

Quality Assurance Unit

The following has been assured by signing below that this study has
been performed in accordance with standard operating procedures and
the Good Laboratory Practice regulationms.

\jsadlﬁﬂxadka/.cgfgeicbnkﬁfuk_g
Barbara A. Adamczyk, B.S. _
Director

! Quality Assurance and Office Services
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-2

REFERENCE: P.0.# 24343V

TEST ARTICLE: HAND SOAP, RAS-3-295-5

Primary Dermal Irritation in Rabbits

Method: Six (6) New Zealand white rabbits each received a single dermal
application of 0.5 milliliter of the test article on two test sites,
one abraded and one intact. The test sites were occluded for
24 hours and were observed individually for erythema, edema,
and other effects 24 and 72 hours after application. Mean scores
from the 24 and 72 hour reading were averaged to determine the
primary irritation index. The test article was used as received.

-

Primary Irritation Index:* 3.70

This test article is not a primary dermal irritant to rabbits under
conditions of this test.

- *Refer to Table 2 for specific evaluation.
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Final Report Summary

DATE: January 8, 1986

CLIENT: Alcolac Inc.

STUDY NO.: 85552-2

REFERENCE: P.0O.# 24343V

TEST ARTICLE: HAND SOAP, RAS-3-295-5

Primary Ocular Irritation in Rabbits

Method: Six (6) New Zealand white rabbits, free from visible ocular defects,
each received a single intraocular application of 0.1 milliliter of
the test article. The contralateral eye, remaining untreated, served
as a control. The eyes of three (3) animals remained unwashed for 24
hours; the eyes of the remaining three (3) animals were washed out
4 seconds after instillation of the test article. Observations of
corneal opacity, iritis, conjunctivitis, and other effects were recorded
24, 48 and 72 hours after treatment, and at 4 and 7 days if irritation
persisted. The test article was used as received.

Draize Scores

Hours Days
Group 24 48 72 4 7
Unwashed 20.3 9.0 8.7 1.3 0.7
4" Wash 0.7 0.7 0.0 e

This test article is a moderate ocular irritant to rabbits under conditions of

this test. The wash procedure reduced the severity and duration of the
irritation observed.
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Primary Dermal Irritation in Rabbits

This test was designed to identify substances which are primary irritants to

rabbit si(in. The procedure followed was a modification of that described by J.H.
Draize.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, sex unspecified, were obtained from a suitably licensed dealer.
Animals were checked carefully upon receipt for diarrhea and dehydration,
respiratory difficulties, postural deficiencies, and general condition.

Animals were acclimated at least 4 days prior to test initiation. They were
housed in galvanized or stainless steel cages, in a temperature controlled room
with a 12 hour light/dark cycle. Diet consisted of a growth and maintenance
ration from a commercial producer, as well as water, ad libitum. Animals were

identified through individual markings on the outer ear of each animal, as well as
a cage label.

Twenty-four (24) hours prior to test initiation, the animals were reexamined.
Any animals in poor condition, and particularly animals with skin eruptions of
dermal lesions, were not used. Animals were prepared for testing by close-
clipping the skin of the mid-dorsal area of the trunk, between the scapulae and
the pelvis, using a small animal clipper equipped with a #40 (surgical) head.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. Two (2) test sites, each 2.5 centimeters square, were chosen on
opposite sides of the vertebral column. The test site on the left side of the
animal remained intact; the test site on the right was further prepared by
abrading with a sterile 22 gauge hypodermic needle. The abrasions were
longitudinal epidermal incisions, sufficiently deep to penetrate the stratum

corneum, but not so deep as to destroy the integrity of the derma, i.e., to cause
bleeding.

A single application of one-half (0.5) of a milliliter of the test article yas made
to each test site. The test article was then covered with a 2.5 cm” surgical
gauze pad, and a 4 inch Webril pad. The latter held in place with adhesive tape.

After both test sites were treated, the entire trunk of each animal was encased
in an impermeable occlusive wrapping fixed in place with adhesive tape. This
aided in maintaining the test article and patches in position and prevented the
evaporation of possible volatile components of the test article.

The wrapping and test article were removed 24 hours following application.
Remaining test article was gently wiped from the skin, and each test site was
individually examined and scored at 24 and 72 hours for erythema and edema
using the Draize skin scoring scale. (Refer to appended table.) The presence of
effects not listed in the scoring scale was aliso noted.

Following the 72 hour reading, the mean scores for 24 and 72 hour gradings were

averaged to determine the primary skin irritation index. A score of 5.0 or more
indicates a primary dermal irritant.

1:!.H. Draize, "Dermal Toxicity", Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics (The Association of Food and Drug Officials of the United
States, 1975), p. 47.




Alcolac Inc.
35552-2
Page 7
Primarv Ocular Irritation in Rabbits

This test was designed to determine the ocular irritation potential of substances
in both unwashed ang washed eyes of rabbits. The procedure followed was a
modification of that described by J.H. Draize.

In the technique of determining toxicity of substances to ocular mucosa,
observation of injuries was made on the cornea, iris, and the bulbar and palpebral
conjunctivae. Numerical scores were assigned to lesions observed according to
the Draize scale. (Refer to appended table.) In this system of scoring, the
injuries to the cornea and iris account for approximately 80% of the score; these
structures are purposely weighted because of their vital role in vision. The
presence of lesions not described in the Draize scale was also noted.

Six (6) New Zealand white rabbits, weighing approximately 2 kilograms and about
3 months of age, were obtained through a suitably licensed dealer. The animals
were checked carefully upon receipt for ocular defects, diarrhea and
dehydration, respiratory difficulties, postural deficiencies, and general condition.

Any animal exhibiting visible ocular defects or irritation, or in poor condition,
was not used in this test.

Animals were acclimated for at least 3 days prior to test initiation. They were
housed in galvanized or stainless steel cages and identified through individual
markings on the outer ear of each animal, as well as a cage label. Diet consisted

of a growth and maintenance ration from a commercial producer, as well as
water, ad libitum.

Immediately prior to test initiation, the animals were placed in wooden
restrainers. A dose of one-tenth (0.1) of a milliliter of the test article was
placed in one eye of each animal by gently pulling the lower lid away from the
eyeball to form a cup into which the test article was dropped. The eyelids were

gently held together for | second. The contralateral eye, remaining untreated,
served as a control.

The eyes of the first three (3) animals remained unwashed for 24 hours, at which
time, after reading, any excess test article was gently washed out with lukewarm
water. The eyes of the remaining three (3) rabbits were irrigated 4 seconds
following instillation of the test article, with sufficient lukewarm water at room

temperature to wash out all visible test article. Effects of the washout, either
beneficial or detrimental, were noted.

Observations of ocular irritation were recorded 24, 48 and 72 hours following

instillation of the test article. Additional readings were made at 4 and 7 days if
irritation persisted.

Daily scores were determined for each animal using the weighing system at the

top of the data table; then mean daily scores were determined for each of the
test groups.

1fI.l-l. Draize, "Dermal Toxicity', Appraisal of the Safety Chemical in F_‘oods
Drugs and Cosmetics (The Association of Food and Drug Officials of the United

States, 1975,) pp. 49 - 51.
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Primary Dermal Irritation in Rabbits

i
The scoring and irritant classification scales used are presented in
Tables 1 and 2 respectively. The individual test results are presented
in Table 3.

Primary Ocular Irritation in Rabbits

The scoring and irritant classification scales used are presented in
Tables 4 and 5 respectively. The individual results are presented in
Table 6.

Summaries of all results are found preceding the text.
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Table 1
Scoring Criteria for Skin Reactions
Erythema Formation
Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to
slight eschar formation (injuries in depth) 4
Total possible erythema score = 4
Edema Formation
Very slight edema (barely perceptible) 1
Slight edema (edges of area well-defined
by definite raising) 2
Moderate edema (area raised approximately 1 mm) 3
Severe edema raised more than 1 mm and
extending beyond area of exposure) 4

Total possible edema score = &

Total possible primary irritation score = 8
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Table 1
{continued)

Scoring Criteria for Skin Reactions - Addendum

Notation Lesion/Condition Description

B Blanching Loss of color; skin is left pale, grey-

white
Blister See vesicle.

Bu Buila A vesicle greater than | c¢m in diameter.

c Crust Scab. Dried exudate on the surface
of a lesion.

D Dry skin feels dry to the touch (dehydrated).

Dy Dye Dye from the test article remains
after excess removed. (Noted
because it may cause difficulty-
in scoring.)

F Fissure A linear cleavage into the epidermis,
or through epidermis into dermis.
May be single or multiple tiny
cracks, or large clefts.

P Pustule Small circumscribed elevation of
skin filled with pus, usually yellow.

R Red ring Red ring formed around test site
where blanching and possibie
necrosis/irreversible damage
observed at 24 and/or 72 hours.
Ring forms between 5 to 7 days,
indicative of irreversible damage.

Scab See crust.
S Scale Accumulation of loose fragments

of horny layer of skin (stratum
corneum). Peeling. Only uppermost
layer involved.
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Table 1
(continued)
Scoring Criteria for Skin Reactions - Addendum
Notation Lesion/Condition Description
Sc Scar An area of fibrous tissue that has

replaced damaged dermis or subcutaneous
tissues. Found after a crust has

sloughed off. Usually does not

develop with 72 hours.

U Ulcer A break in the continuity of epidermis
with exposure of the underlying
dermis. An 'open sore'. If test-
induced, indicates a ‘corrosive’
compound. Score test site as
appears, note U.

v Vesicle Sharply circumscribed elevation of
skin filled with clear, free fluid,
up to | cm in diameter.
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Table 2
Scale of Interpreting
Primary Dermal Irritation Scores
(Draize-Rabbit)
Score Interpretation
C Corrosive - highly dangerous, warning label -
must be used
5.0 and above Primary Dermal Irritant - highly dangerous,
warning label must be used
3.0-4.9 Potential for severe irritation - warning label
may be considered
2.0-2.9 Potential for moderate irritation - may be
irritating to humans under conditions similar -
to test
1.0-1.9 Potential for mild irritation - possibly irritating

to some people under occlusive wrap conditions

0.1 - 0.9 Potential for slight irritation - rarely irritating
to people - no warning required

0.0 No irritation potential - no warning required
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TABLE 3
PRIMARY SKIN IRRITATION - RABRIT
SUMMARY OF SCORES FOR SKIN IRRITATION
HANLD S0AP, RAS-3-2935-3
0.3 M, NEAT
RABBIT DAY SITE & SITE 2
NUMEBER I ]
ER ED ER ED
1 24 HRS 3 2 3 2
72 HRS 3 2D 3 2 D
2 2% HRS 2 2 2 2
72 HRS 3 1o 3 10
3 2% HRS 2 1 2 1
72 HRS 2 1 2 i
ey 24 MRS 2 1 2 1
72 HRS 2 1 2 1
3 2% HRS 2 1 2 1
72 HRS 3 2 3 2
é 2% HRS 2 1 2 2
72 HRS 2 1 2 1
AVERAGE 2% HRS 2.2 1.3 2.2 1.5
72 HRS 2.9 1.3 2.9 1.3
COMBIMED AVERAGES: 1u. .=
PRIMARY IRRITATION INDEX: 3.70

- I=INTACT, A=ABRADEL, ER=ERYTHEMA, ED=EDEMA
RAW [IATA PAGE NO. 7954
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Table 4
Eye Irritation Test
Scaje of Weighted Scores for
Grading the Severity of Ocular Lesions
Tissues Description Grading

Cornea Qpacity (A)
0pacity) - degree of density (area which is dense is taken for
reading
Scattered or diffuse area, details of iris clearly visible. 1
Easily discernibie transtucent areas, detaiis of iris slightly
obscured.
Opalescent areas, no details of iris visible, size of pupil
barely discernibie.
Opaque, iris invisibie.

W N

Greater than one-quarter, but jess than one-haif. 2
Greater than one-haif, but less than three- quarters. 3
Greater than three-quarters, up to whole area. 4

Score equals A x Bx 5 Total maximum = 80

Iris Vaiues (A)
'ﬁ?&n normai, congestion, swelling, circumcorneal

injection (any or all of these or combinations of any thereof),
iris still reacting to light.

Sluggish reaction is positive. 1
No reaction to light hemorrhage, gross destruction,

(any or all of these). |

Score equais A x 5 Total maximum = 10
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Table 4 (cont'd.)
Eye irritation Test
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Rede efers to Mm conjunctivae only).
VM dnfmltely injected above normal. |
More diffuse, crimson red, individual vessels not
easily discernible. I
Diffuse beety red. | 3
ng above normal (includes nictitating 1
with partial eversion of the lids. 2
Swelling with uu- about half-closed. 3
vaouing with lids about half-cicsed to completely
closed. )
| e Mt different from normal (does not inchude
small ammm observed in inner canthus of mrmul
animals). 1
Discharge with mommin'ot the lids and hairs just
adjacent to the lids. 2
Discharge with moistening of the lids and hairs and
considerable area around eye. 3
Score equals (A + B+ C)x 2 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained for the cornes, iris
and conjunctivae.
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Table 4
(continued)
Scoring Criteria for Eye Reaction - Addendurn
B Blanching
8D Bloody discharge
CE Corneal Edema
En Encroachment of Sclera
FVCN Fibrovascular connective tissue
H Hair loss around eye
Hm Hematoma
M ‘Nodular Mass Subjacent to Meibomian
Gland
N Necrosis
TAC Test Articie Adhering to conjunctivae
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Table 5

Eye Irritation

Relative Classification of Test Articles
Based on Grading of Irritation

Rni_n;_ Rﬂe Definition

Non-irritating 0.0- 0.5 To maintain this rating, all scores at the 48
hour reading must be zero; otherwise, increase
rating one level.

Practically .

non-irritating 0.5- 2.5 To maintain this rating, all scores at the 48
hour reading must be zerog otherwise, increase
rating one level. '

irritating 2.5-150 To maintain this rating, all scores at the 72
hour reading must be zero; otherwise, increase
rating one level.

Mildly

irritating 13.0-25.0 To maintain this rating, all scores at the 7 day
reading must be zero; otherwise, increase rating
one level.

Mmia:ely

irritating 23.0-30.0  To maintain this rating, scores at 7 days must
be less than 10 for 3 or mare of the animals
and mean 7 day scores must be less than 25,
otherwise, raise rating one level.

Sequiy

irritating 30.0 - 80.0 To maintain this rating, scores at 7 days must
be less than 30 for 3 or more of the animals
and mean 7day score must be less than 45,
otherwise, raise rating one level.

Extremely

irritating 80.0-110.0
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DATE 12/30/85
) TABLE &
PRIMARY EYE IRRITATION - RARRITE
SUMMARY OF EYE IRRITATION
HAND SOAP, RAS-3-295-5
#EYE S 2.1 ML, NEAT
RABRIT DAY CORNEA: | IRIS: CONJUNCTIVAE: TOTA
NUMEER AxBxS(ST1)+ AxS(ST2)+ (A+E+CIxR(STI) = SCORE
UNWASHED
1 1 00 0 0 0 111 & 6
2 00 0 0 0 110 4 4
3 8 0 0 0 0 100 2 2
4 00 0 0o 0 D00 0 0
7 - - - - - - .
2 1 14 20 1 5 221 10 35
2 11 5 0 0 222 12 17
3 1w 20 0 0 100 2 22
4 0 0 0 0 0 100 2 2
7 00 0 0 0 100 2 2
3 1 11 S 1 5 221 10 20
2 0 0 0 0 0 111 é é
3 8 0 0 0 0 100 2 2
4 00 0 0 0 100 2 2
7 00 0 0 0 0 0 0 0 0
AVERAGE 1 20.
. o 9.
3 8.
i 1.
7 0.

*TOTAL SCORE POSSIBLE/ANIMAL/OESERVATION=110
'RAW DATA PAGE NO. 17485
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CONSUMER PRODUCT TESTING 0., INC.
ETUDY LEEE L Page 19
CLIENT: , aLCCLAC THE, -
HATE: 1E/30/85%
TABLE &
{CONTINUED)
PRIMARY EYE IRRITATION - RARRITE
SUMMARY OF EYE IRRITATION
HAND S0AP, RAS-3-295-5
2 OEYE 3,1 M., NEAT
RARRIT TAY CORNEA IRIS: CONJUNCTIVAE: TOTA
MUMBER AXBEXS(STL1)+ AXS(ST2) + (A+B+C)Ix2(8T3) = SCORE!
4 SECOND UWASH
4 1 06 0 ] 0 6 00 0 0
2 ¢ 0 ] 0 0 0 0 0 0 0
3 00 0 0 (] 000 0 0
iy - - - —
7 - - - - - - .
5 1 00 0 ] 0 100 2 2
; 2 00 0 0 0 100 2 2
3 0o 0 0 ] 000 0 n
7} - - - - - -
s - - - -
& 1 g0 0 0 ] 600 (] 0
2 00 0 0 0 000 ] 0
3 00 0 0 0 000 0 0
4 — - -  wes
7 - - - - -
AVERAGE 1 a.-
2 6.
3 0.1
T8 -
- -

#*TOTAL SCORE POSSIBLE/ANIMAL/OBSERVATION=110
RAW DATA PAGE NO. 17486
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WASHINGTON, D.C. 20460

-y

James E. Blum

Product Safety Compliance Manager
Rhdne-Poulenc Inc.

Specialty Chemicals Divisions
.CN 7500

Cranbury, New.Jersey 08512-7500

R EPA acknowledges the receipt
your organization under Section 8

iﬁ 3 , UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

OFFICEOF '
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

MAR 30 1995

of information submitted by
(e) of the Toxic Substances

Control Act (TSCA). For your reference, copies of the first

page(s) of your submission(s) are

§8(e) Document Control Number (e.9., SEHQ-00-0000)

EPA to you:-sub-issibn(s).

1@ TOVerse 5idb'or'th1- page for “ERA

enclosed and display the TSCA
assigned by

) -ion . and refer
Information Regquests™ .

" All TSCA 8(e) submissions are placed in the public files

unless confidentiality is claimed
outlined in Part X of EPA's TSCA

11110, March 16, 1978). Confidential submissions received

according to the procedures .
§8(e) policy statement (43. TR -

pursuant to the TSCA §8 (e) Compliance Audit Program (CAP) should

already contain information suppo
This information is required and
so previously. To substantiate ¢
questions in the enclosure "Suppo
tiality Claims". This same enclo

rting confidentiality claims.
should be submitted if not done
laims, submit responses to the
rt Information for Confiden-
sure is used to support

confidentiality claims for non-CAP subaissions.

‘ Please addrtis ahy further c
related to this TSCA 8(e) submiss

orrespondence with the Agnnéy
ion to:

Document Processing Center (7407)

Attn: TSCA Section 8(e)

Coordinator

office of Pollution Prevention and Toxics
U.8. Environmental Protection Agency
'u-hington, D.C. 204.60‘-0001

EPA looks forward to continued coopcration with your -
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the env ronment.

Enclosure

1232244

~ Sincerely, =
'I:Zy R. O! an |

Risk Analysis Branch
@ mummﬂ
containg ot least 50% recycad Soer




BFA Immuou REQURSTS
bocunent ID: JEHQ = J09y— /3R 2Y

" EPA requests: ,
1. (1] No additional'intornation at this time.

2. [ Y Additiondl intbrnation or clarification on

3. [ ] A full copy of the final report (including the actual
~ experimental protoco:i, applicable results of gross or
histopathologic examinations, data, results of any
statistical analyses, atc,) from each study mentioned
in your submission. : :

4. [b{/ A ddscriptiqn of all voluntary actions taken by your L
- conp?nyiin response to the findings indicated in your .
submission. v : T

| 5. [ ] A complete copy of the current and/or revised Material
|  Safety Data Sheets and labels for the following
chemical(s) listed in your submission:

Please direct qucqtion: regarding these reqﬁclts‘to Mr. Terry
O'Bryan (202-260-3483) or Mr. John Hyerlr(202—260-3543) of the
OPPT Risk Analy-i- Branch. :




Triage of 8(e) Submissions

Date sent to triage: CAP

Submission number: lb aaH A TSCA Inventory: @ N @

Study type (circle appropriate):
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
. Group 2 - Emie Falke (1 copy total)
SBTOX SEN | w/NEUR
Group 3 - Elizabeth Margosches (1 copy each)
STOX CTOX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

'Ebtiﬁohulctor.ﬁs*f nty
entire document{ 0\ 1 2 pages

Notes:

Contractor reviewer : s
_u - :
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13224A
M
15% Alconate L-3

Dermal irritation is of medium concern based on well-defined erythema and slight to
moderate edema in 6 rabbits, which lessened in severity by 72 hours.

15% Sipoteric 1398
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight to moderate edema in rabbits. Fissures were also noted in 3/6 rabbits.

15% Sipoteric COB

Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight to moderate edema in rabbits. Fissures were also noted in 1/6 rabbits.

Akypo RLM-45N (15%)
Dermal irritation is of medium concern based on reversible moderate to severe erythema, and
slight edema in 6 rabbits.

Surfactant, RAS-3-295-4
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight to moderate edema in rabbits. Blanching was also noted in 6/6 rabbits.

Ocular irritation is of medium concern based on corneal opacity, iritis, and conJunctlval
irritation in 3 rabbits, which lessened within 7 days.

Surfactant, RAB-9-278

Ocular irritation is of medium concern based on corneal opacity, iritis, and conjunctival
irritation in 3 rabbits, which persisted through day 7. Fibrovascular connective tissue was
also noted in 2/3 rabbits on day 7.

Silky Liguid Soap, RAS-3-23-2
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight to moderate edema in 6 rabbits. Blanching was also noted in 3/6 rabbits.

Hand Soap, RAS-3-54-1
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight to moderate edema in 6 rabbits. Blanching and/or fissures were observed in 4/6 rabbits.

Hand Soap, RAS-3-62-1
Dermal irritation is of medium concern based on moderate to severe erythema, and slight to

severe edema in 6 rabbits, which lessened in severity over 72 hours. Fissures were also noted
in 1/6 rabbits.




Shampoo, RAS-3-295-1 _
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and

slight edema in 6 rabbits. Fissures were also noted in 1/6 rabbits.

Ocular irritation is of medium concern based on corneal opacity, iritis and conjunctival
irritation in 3 rabbits, which lessened by day 7.

Hand Soap, RAS-3-295-2
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
very slight to slight edema in 6 rabbits.

Ocular irritation is of medium concern based on corneal opacity, iritis and conjunctival
irritation in 3 rabbits, which persisted through day 7. Fibrovascular connective tissue was
also noted in 3/3 rabbits.

Surfactant, RAS-3-295-3
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
slight edema in 6 rabbits. Blanching and/or fissures were also noted in 4/6 rabbits.

Ocular irritation is of medium concern based on reversible corneal opacity, iritis and
conjunctival irritation in 3 rabbits.

Hand Soap, RAS-3-295-5
Dermal irritation is of medium concern based on persistent moderate to severe erythema, and
very slight to slight edema in 6 rabbits.

L

Surfactant, RAB-9-278
Dermal irritation is of low concern based on very slight to well-defined erythema, and very
slight to slight edema in 6 rabbits, which lessened by 72 hours.

Hand Soap, RAS-3-295-5
Ocular irritation is of low concern based on mild, reversible comeal opacity, iritis and

conjunctival irritation in 3 rabbits.




